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3S«, H*©3fi«fJft#tt«l)t*&l 75?AS:»A6. -A^fc Wfct&* 
£ r fe, A^AcDtt^tfSa&fc*^ < Sfrtf 6 tis r £: lefts. 

m®*pm* m&mm. mmm. Mffixufvh-fx (sle 

[0 0 0 3] 

tt«A<Z)iESffi^:Jt*bT™©*JR^ttW&&4#S^**iS3^ftle)tlTv^«. 
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MMflt (bun) ©M^^i:*tj^t>tis*\ z.tib<D&^ikm<D&m : k$:V 

[0 0 0 4] 

G) , IgG, h^^X^cnU &£V^i^>#-n^=*>- 6&£^f£*fc% 
[0 0 0 5] 

r^^mr \$&z> *gmw<Dmfe&m t^t> wla& *> itm&x* & & % © t* it 

[0 0 0 6] 
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o mv> y ^ j m& e> & trgi # > a * M-efc £ * ^> > # * se & r 

£lCJ&J&L£o 3?lC, Swiss Protf-^f<-X$:ffl^TFASTA^ 
5K#, SERPIN (±Vyzfu^-T-l£>f >t:t?#-) x-;t-775U- 

(R.Carrell et al., Trends Biochem.Sci . , ^10#, 20K, 1985^ ; R. Carrel I 
et al., Cold Spring Harbor Symp. Quant. Biol., f|52#, 527H, 1987*£ ; E 
.K.O.Kruithof et al., Blood, ^86#, 4007K. 1995^ ; J.Potempa et al., J 
.Biol.Chem. , ^269#, 15957K, 1994^ ; E.Remold-0' Donnel 1 , FEBS Let., ^ 
315^, 105M, 1993^) lC«^£*>/\°?S-e&£3££Jt,mbfc (T.Miyata 
et al., J. CI in. Invest., ^120#, 828-836R, 1998^) „ fLTrCD^B?:# 
fFm^Lfc (PCTffi^ PCT/JP98/04269) „ 

[0 0 0 7] 
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[0 0 0 8] 

«<*JC_#*E'r*^*>¥^A-j|tBllS (mesangial cell) caglfe. J*-tf->^?A 
(mesangium) W^#:©^HH^jfi&©/«^t>SPlCfeS U #/MS8:*gtf 

mesangial matrix) ^e>filJ^S^lTV^S 0 
[0 0 0 9] 

7^3^^^fc3(mS: ; fofce>^ftta©M^i:$tlTV>S (D.Schlondorff , Kidney Int. 
, ^49^, 1583-1585K, 1996^ ; R.B.Sterzel et al., Glomerular mesangial 
cells. Immunologic Renal Diseases, 595-626K. 1997^) „ ^ot, **yy*r 

v&mmxmmMiz^isT^&mfc^z&^fcis. ■z&mm&mmmm^wm 

-f ™<2^tt#^££;tXTV^(J.V.Donadio et a 1. , J.Am. Soc. Nephrol. ,%£ 8 
3§, 1324-1332,1 997) „ b*vb^rn>f KSftt, -^T-fifi&BJfiHM©^*) j| <=> 
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[9] m&m'%L-t>m&*:m-t2> : b<D-v&2>. cs) icia*©^y^>^>/A o ^M 
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[10] ©#jfiffi©tts#ija±*e.&5, C8] \zmM(D*tfis>*>/wnfti 

i ) taftSffi ©3t® JC £ Lit* tfi/ls& y/t 

t v > § isfiats*^ & ffi -r s 

[ i 4 ] m i ©m* ts y * y a * <fc tHS 2 ©ia* 4^ > # >/t * Mm 

[15] £#tt**#jRT?&S [12] lCSHS©tfcffi#&o 
[16] £#»**#lfo«*e** [12] ICgB^CD^m^o 
[17] &>T<z>mm&'S&*tfisy*yA9gi&imm*yh. 
a ) ifi * 9 i/ y * y ? ftUft £ U^-t Z> tz. #> <DM& @#M«£> 

c) tt& 

[18] S&^««^%|g-&Ufe*ni^yS/>*>^^jRtS#S:^tt, [17] 
[0 0 10] 
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lcbT#Sr £#-e^£„ gE#J## : 1 IC^-Tt: h<D * tfisy * yj*2 

Ki"-5 cDNA© |&Sffi#J £ ^(C , ORFGDitf^lC^-f l/--^>f ^7-fV-5: 

Atf^tft V^AlCtt, 5' RACE&& if IZ J; o T35lC_Lfc!E<£>i&MB#[£ m *> 

ic-r^^ii^T^So fcfcjttf^y hjcfcv^rtt* mM*y-y*rV<uffl&fr*>%i 

ffibfcmRNA££IM£ LTRT-PCR$:^e>o rGDh^cMv^-^w ~f 

Slt^tfS. Zl(DPCRlCi:oT#e>tlS^n->?:ie^m^-rtl«, ^vi- 
le is s * ^ i/ y Z y * * m<D * ^ n >f<»mm.<»-m & m £ ^ iz & z. £ ^ 

degenerative^"^ >f7 -FY : GTGAATGCTGTGTACTTAAAGGCAANTGN/gjJ#I#-J§- : 3 

(172VNAVYFKGK180lCffi^§) , 
degenerative^ V-R21 : AANAGRAANGGRTCNGC/@B#I#-5§- : 4 

(R&, A££teG : 357ADHPFLF363lC*g^) 
L L Z. <D =? <i V - <D m & &t> X' » c DN A <D - L *f ipl & Zl t & 
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mKfr*>mte*&mW7^-C?-$:Mmi,. ^degenerate PCRZfto. Z\(DH 

degenerative:/^ -e-RM-CtermCl : ATGGCNTCNGCNGCNGCNGCNAAYGC/@HMS-^ 

RM-MR-A2 : CGACCTCCAGAGGCAATTCCAGAGAGATCAGCCCTGG/@E^J#-^ : 6 
RM-MR-A1 : GTCTTCCAAGCCTACAGATTTCAAGTGGCTCCTC/@H^'J## : 7 
(V**r*l*>9* h*^>#>/^Sr#Ml$reversey^v--£&£) 
#£*i;fePCRjg4£f£pGEM-T-easy'<^ # - (Promega^) ^O&^SB 
^ £ W £> frlC i-tlli^ y h ©jjs^E □ ^ £ :3 - K-T £ cDNA©3* M^&#<5 ZLtlfrV 

-RACE& J; #3' -RACEM& ft^ftflCfc):*^ O a - Kt-£cDNA:£:R(Z>i£ 
SBB^J2:^-rsri:*^^So 5'-RACElCtt, 2g©»€ 

f#MW7>ft>^^7-f V-RM-PR01 : GCTCAGGGCAGTGAAGATGCTCAGGGAAGA/U 
#f#-if- : 8 £ <fc tfRM-PR02 : CTGACGTGCACAGTCACCTCGAGCACC/@2#I#-^ : 9 SrMv% 
Slt^ttS. — 3'-RACE&CWu M^#M^i2>^^^-rv-RM-MR-S3 
: GAGGTCTCAGAAGAAGGCACTGAGGCAACTGCTGCC/gB^rj## : 1 O ^itSri:^!* 

0 ^J#"^: 15 (7<yl>) &£ZfmPm-% : 17 C^bfc^^hilV^ 
;UC£ttS* y^>> c DN ACDSSiB^Jtt, J: 3 fc#iSJC2St5v>TI§§e>3&*K: 

[0 0 12] 
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9 9t<DfflfeSr&te?&z.£ifiT*%& 0 
[0 0 13] 

* ff > y # y a ^ ft * mm-rz ^ t #t? s s *» © t? & *© a*^ w«i*as 

tfWr^&ftfM-r&ii:*)*??^*. 2/ >*>/**«©&#«, fcfc*.wrjgrF© 

^ J WM9*\ £ & ti * V 31 zf* h\ % Z> V ^ U c-myc- (H i s) g-Tag-^ ? %/ > # > 



[0 0 14] 

, ^7D^f y bTV=LAy b>i>yf$Z±'7U>(yhTi?x-rfyb££ : blz®.i3-'f 

s^ii^T^s. te-^«3tsi~6ji#iciiii-ro, tt2~i ota^sfft>tis 
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[0 0 15] 

7 & sra *r & * © & mm -t & ^ £ k <t o t fa <d # y * ? it n &m h & v % * © ^ -r 

mm-*z>'Pte< £.%7&>±a>7$ ui<ttio~2 07^ ;m<DT 

^fc^-TilV^tlTV^,, Lfctf^T, £ tfgiM#-if : 2 (fclh) „ ffi#J# 
f : 16 (^y h) . J3J:t^SiJ^J#-^ : 1 8 (V^X) CD V^*XlfrtCiB«£ tltc 

y^smm&jfrbmmzti. < i: t> 7 7 5 ; i^s^ e> ^ 5 7 

^ : 2, gB#J## : 1 6 (7«yb), ;J3J:tfSB#|## : 1 8 (V?*) tCfB«S 

J/t ;* $r 2/ > # y 9 ft* J V n - ^m^cD^lltWSg « m&<D # U * n - 

LTtt, «r*.tt, ifttfiS, r;i/n-;i/tfcM^ *«/&8:Jft8u tt«c«Mfr 

(Mx.«deae) tc<ksMi& &&&& fjimmm, trim 
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[0 0 16] 

3 <d j: e> ic l t 5) n £ * y %/ y * > a° ? @ 5: tsm -r s ^ y * n - ;i/ m& & 
&wztfv?u—f;\,ffimz. ^^-y^^^mmizm^-t^mm^mmzmm 

>K-f^^«s, mm*. bmm5&*>fi/y$yrt2M£tfifotp<Dt hmmm 
^ *yyyfiyA?m*ffifo£ffi&mzKmz^ &ft£Ki&C£9m&m*frb 

^cp©t bmm&*yzsyfiyA?mzmfe?zffi&m*fflmi,T&fctp<Dt 
bmm&ty^yzyrtvMzwfe-tzz-ti&T'gz. 
■9->K^r v^mz^zn bm&&*?yy*yA9'g.<DWfeizjs^T&. 

y # y^^m.umtmw^mm^^ 2 v -?mm v < izmfeimft. mm<t 
ffiftR.zf\z bmm&*yisy*yAt7 , gt$:mmzm&?z> 1 ^v^mteizitm 

Q [0 0 17] 

^SWtBtftffiffigfetffcl&tlTV** (#fFi2 6 5 1 24 9f) „ I©tfHSI 
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\zmisms:T*><D~?$>z> 0 z.n\zm^^^x. ^vr^m^^mmt^z 
nicety, \l bm*(D$:mffizmm?z>z£.tfT%z 0 mmm. &yb*£<DMm 

[0 0 18] 

ic^t-sm3©m^&±lB©^T@^i:s-&T^^T«iE-rsri:=fo«riiT^ 

So 

[0 0 19] 

ti&v*. ^#»»ctt, ^%mm.. mytmm. mm&mn. 
^tsrt^t^s. ftZL^mmmmtisXiz. m^\z^)^^v^-^ 
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S£LTii>f v;i/^ y-;K ;i/^-;k 5§=#^t^ y 

®i:LT«, 125 i. 127 i. 131 K 14 c, 3 h, 32 p, &£v^ 35 s^#=ptf£>*i5 0 

[0 0 2 0] 

mnm&mmT*£z> 0 js.mmmnvx^ mmm^^^xm^ &5v%«#l#ist 

• N-^, FlXr^ • N-^ ^ f> > ^ 

y F^^-;i/Xtt^;i/3ri^i?-^ >©«ke>3&®^^^>S:^$^:T^^. r 
*i£o — ^— h t^y F^-^Xfcfc^;!/;* i/-^ ^icov^te 

MCtottt, *<D7=5>f* y K Mx-tfFab', Fab, F(ab' ) 2 &E 3; 
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juft>M] ry^e— vi*m. (abts) , 5-7^ JWf-^m. ytjvhy^—uyt? 

mm. sbzwzm&mm^v&m^ &5v^i*^*/>* 

[0 0 2 2] 

y^y^MMoftrnzmmv. tvy^v&mmzmtnzzivzwmB&mm. 
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?A*HJB&tcM^£#e>£T<D^m£&tfo JI<fclftJci±. IgAm 

[0 0 2 3] 

fcyoteSfffiMic&ir-r*^ * ferrate sv^twu #s»jE*!£© 
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is. 

^mmizis^r, 4M^i:btS, jg^jfii?££Mv^ i £#T*£-5„ *T*=fc 
[0 0 24] 

(a) 

(i) mm<D^mntfi^m&mm.<omm 

MWOftmt. m*.&9t<D*$Kft*>. 'Sktotolsm T.Miyata et al 

., J.Clin. Invest., ^120#, 828-836H, 1998^) lCt£o Tffi§g Lfe fc: h ;* 

Mx.«-7^^t{±8~i oi^witfes. mtmm^nx^m 

(#9 x. ^ n >f > h 5££ T 2? 3. A > h * £. tt*Bfcft T ;w 5 - * A ^ ;i/ - W 0 >&& 

ificie^-rso jKft. i©*aE*f^s:i~2jHraraw*e2~5i@iff^. 
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TC^t^Dr>f >ADf y hTy-fe-flS (Eur. J. Immunol. , ^4#, 500-507 
K, 1974^) KlJ:»;ateU K#«l^±#bfefc§, Ki**fctt«t#^W 

[0 0 2 5] 

rjvziz/m) {cnb»ttHiMK5 6 2 ($»/\°^-X • 3f^>1*-- • y-u- 
• y y-i/X • ( j crs) as) hu pbs (y h 
y ^ a 2 . 9 6"g~ y~>sfc"— a y ^ao".2 o g~ h y * a 8 g. m.i t% v ? 

A0.2g, ^WTKIL) T^^bfcf^&i&lJx., C O 2 >f >3f3./<- # - ftK 3 
7TCT-3 O^raSfg-TSc -£LT, PBST«, 7UtJ>A (TV^-VA 

• 7r;i/vs/T - rtjJtTVm) &=i- b vr^nvP^sk^M^.xuifv b<D 

Minimal Essential Medium (MEM) igife (H7K§g^^) tf»T*iffl#rU tT>"fey 

bt*)gu i 20 orpmx5ftm<D&frvmMMz-&fcm. ±mzmg. bv 

X-|ftIM8«?R (PH7.6 5) Tf 1 ~2#|M3IbT;^jfil^ : &|&:£U $ £ fC 
M E M* JfiT? 3 IgJSfc^ b T *WfiSSft^ffl JiWiNffflS Zm&o 
[0 0 2 6] 
(2) *^«»ttffllB®l9ag 

-rifyr->©ttV>X (BALB/c) fi*#lfi*j|!HllS«cfcLT«C©J:^*s 
P3-X63Ag8-Ul (P3-U1) (Current. Topics in Microbiol . Immu 




nol., f&8im, 1-7M, 1978*£) , 

P3/NSl/l-Ag4-l (NS-1) (Eur. J. Immunol., ^6^, 511-519 
K, 1976^) , 

SP2/0-Agl4 (SP-2) (Nature, ^276#, 269-270K, 1978*?) , 
P 3 -X 6 3 - A g 8 6 5 3 (6 5 3) ( J. Immunol., ^123#, 1548-1550H, 
1979^) , 

P3-X63-Ag8 (X63) (Nature, ^256#, 495-497H, 1975^) 

zftb&fr&mm&fflmmt. 8-rf^7->«* (rpmi-i 64 0« 

mziffrZ^ls (1 . 5mM) , Z-tJlJjZfh^&J-JV (5X10~ 5 ») ( >f 
^ >^T>f^> (10/tg/mL) ^i^'JS/Ji&Mf (FCS, CLS$g) (10% 

[0 0 2 7] 

(3) rnrnm^- 

fflMM&i*mx.iz?k<D£-?iz.ftt> 0 (i) -vmbtit^ifc&msimmz: (2) -e 

ffl*Lfe*^SIttjWJ»S:MEM««I*fettPB S^J:<^U ffil6&tf 5 ~ 
10: 1 ©JtlCfcS ^^iCM-a-r-Sc 1 2 0 0r P «X5^»£:^lll/tt, ± 
0 ?f£l&£, «fcJRLfci«llS»S:J:<«PL/fc*, jf#b&#!b3 7 r lC<&*>-oo, >K 
Uif 1/>^J 1 0 0 0 (PEG- 1 0 0 0) l~4g, MEM^fll 

~4mU3<fctf^*^;bX;i^3rS/ KO . 5~1 . OmL(DM?£0 . 1 ~ 1 . 0 mL/ 1 0 
8 ffimffi$:l!aX-TMffiM&ZMZ.2l2:Z. -£<Z>^, 1 0##{CMEMigiS3mL& 
StlS&AlU MEM^5:^5 OmUCfcS J: e> fCi0^.T#3^ Ifflfl&jt&llr £ 
#lt£-££o #GC, (1 5 0 Orpmx 5#|ig) bT±H5:Kil, «^ 

^{ClJIS?:illfe^ iEfM (RPMI- 1 6 4 0^, 10%FCS) 10 

(DMfflWLZQ 6 Vm\s(Dt&^mzfl/- MC10 0 #L/well-f 5%CO 
2 -f >^t-l^-^-^, 3 7TCT3 — 5 HTO^-TSo m^Zf U- h IC 1 0 0 fi 
L/welKZ)HAT^% (ZE^^tC \L tff^if > ( 1 0 ~ 4 M) . (1. 
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5xio _5 n) fcjitfr^y^y > (4xio~ 7 m) zmuaisfei&M) 

IM*©HATigifc£;&[J*_, 5%C0 2 -f >3fn./<-#-tJJ, 3 7tT^2I^ 
«f -5c 

[0 0 2 8] 

(4) 7\jzrV F-V<Z>*# U-^>^fe<fctK^D-->^ 

tfi/y^zst^v mum z umx izmfo t m iz v&m 2 ^ m *b (« a. « , 
* > # > /\° * m izfcfc -r & mft <z> jg£ -&mm ^nfc^^wco^, 

[0 0 2 9] 

(5) =E;^a-t;i/^©Hi 

JtfB©£e>CLT^£>*lk/W:/y F~v£in vitrofej: in vivoT'^i" 
SrtlCfc U^y *n-^;i/^#£jg££i±£o in vivoT*ig«1-£l§-&\ ttS 

<o»*tc7\>f F-v$r^t-§3b\ mmm^izm^t^m-mmm^m^LLr^m 
y9£mm<DM%a%:&zm-?z><Dtfi8--kis\,^ mz.it* -7vx*>m>m (2,6,10 
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, 1 4 -fb^^fMV^rA^-^'J *#>-0.5mLS:Klgft$:#U 2 SI 
^®W-rS 0 ) £L-fc8~l OM^-^B AL B/cjfitV?X{C (4) ^W^tl^ 

tft^^^w^K^y ?n-^;i/jfittli£;W:/y F-T>iM(Z>2~4 x i 

mmm k. £ l ksp #jbe* l- t < s . zwvz.fr*> & mm 

U M^I (3 0 0 0r P »x5M LTif^&^U I g G £¥f§g-t Z> 
c — *A>f^U F~Vtf)in vitroT-tf)i&#l±, L < tt*sjfil#^^T*fT*3tl 

, SM*©*S#S:-e©_h»»c#iL*. 5 0 %«K»T> i E— i>A 

^m^TigflTU PB S^l~2iir^ff-rS„ i^^rM^&^n-^-f >A-fe? 

#Kfc^^&15, ^ffiflt-fe^^-fll, 74S, 1981^) KU:yStfeUfe. # 
^jttMtt, 7*-U >&;J3«ktf2 8 On»JC^W-<5lR3tfl! (1 .4 (OD 28Q ) 

=>fA; yn^y> lmg/mL) tCckyitm-rso 

[0 0 3 0] 

(6) ^y ^a-^i/ifitt©*^ 

ifScDi^icLT^^tifc^y ^n-f-;i/*i;#:(Z)#tttt, Mill (D 

Sffi$:3')l7'<;HfeHSB-2, K 5 6 2 &£tf)fc: N U >/\ c $c&5fc<Z>iffifl£#c 
£MV^&:&3gfcfc&$)£JG& (J. Immunol. , ^138#, 2850-3855K, 1987^) £J:t* ( 
2) #$&&3!t£& (ELI SAS) (J. Immunol. , ^142#, 2743-2750K, 19 

89^) miz£vm*>friz-tz>zLHj$T*gz> 0 

[0 0 3 1] 

(7) «»|g#^y#n-^/i/ffi#©wjs 

fc&tlfcHfSi^y VU-i-JVffLmt, sfJVZfrTfrrt F& (Immunochem.,^ 
6#, 43H, 1969^) % jga^^^^fe (J.Histochem.Cytochem., ^22#,1084K, 
1974*£) , VK^ F& (J.Biochem., ^79^, 233H , 1976^) , fcfU^;i/- 
V7*.Jl>~7 -i Kffi (Biochem.J., Hl73^, 723H , 1978^) & if <Z)^?2£{C <fc *J , ^ 

Mill 5ia^3gfiftjSfeS:ffl^fe«^, ^/l/*^rS/^-^»* (4mg/mL) IC 5 



2 2 
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0 fiKD^^mWt (3 8 . 5mg/mL) ZMWLtetfbUax.. iST'2 0«)S 
lnMSfiiffit (pH4.5) 0 (7V^tA • 

77;i/"7i/7-A>ftT^) &fflV^T««*£ift fcff^. r^lCO . 2M©*Hffc 
-*-M>?^4 0/iL^ia^.S,, d*UCl OmM^^lg (pH9.5) "T?jg*fLfe 
^;^D-t«10mg?:M, £iB*e2l$|g£j£-*5. jRI^^T^ 
, 1 0 0 tiL(D7kmit*ym-}- hU (4mg/mL) &^2B#fgHj££-&£ 

- 1 0 SrM^TPB S«g|Lfc^ 3 000r P »x3 0^I 

'CvS-ItU _b«S:ir7T^ U;i/S 200HR26X30 (77$/^A • 7 7^7 
$/T • ✓Wtf-^ai) £M^T>!f;Hti©LT, 4 0 3 fej:rj2 8 OnmO^^S: 

^> (10mg/mL) S:*nx.> -2 0TCT?4R#U ^Mtf iCP B S - Tw e e 

[0 0 3 2] 

(b) &&mm&<Dm&. 

* itit^m jcm ;* ^ ^> > % y n v & m& $ -tts r £ ic <t o x mm. t 



tiintirft 2000 -3027 9 ] ? 




4#¥ i 1 — 075305 



mu^om* *fi/is&yn>7 i*ii#0^tt, w.mw*i&iz<D&* e> -rm&m 

[0 0 3 3] 

M — 4 5 0. M- 2 8 0 

ty^V^X I g GZ3- h#-f ^ 

t: y ^Jft^ y M g G h # 7 
t: y 2?*tSC# IgGn-b^-r^ 

^^7>?XlgG (H&L) #;i/;tf3f I/- h tf-X 
^3rm^5&IgG (H&L) *;i/^^rS>lx- hlf-X 



2 4 
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i 1 — 075305 

ir^^igG (h&l) ^n7nyhA-f^;i/ 

t^r^IgG (H&L) ^D7^>y^A-f^^ 
t^i/'SiY^Xl gG (H&L) ^D?^>^ hA-f 

[0 0 3 4] 

(o ' 

«©_h»S:«#i:-r*. jR©»^«ttttfcift€:^«t-rs*:»iC^T^%»<Z)T. #g 

#$:iinx, mwLV2f%m^>*=L'<-isay?z> 0 ^is»t«, «fe?*u set 

[0 0 3 5] 
(D) ^>yh 

. *»WtcJ:*^y hJCtt, 8ttm. »4>flf, kT^yhSfc 



§Hf ?cco- 
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[0 0 3 6] 

mm 

16- 30 CFREMDDNQGNGNVFF 11/1 

72- 86 CSQSGLQSQLKRVFSD 12/2 

339-354 ATG SN I VEKQLPQSTLC 13/3 

342-356 CSN I VEKQLPQSTLFR 1 4 /342 

gr^ffr^* F£.V*/3-uyw7V y ($/^Vth§8) £N-(6-maleimidocaproy 

loxy) succinimide (mtHt¥ffi$ZffiWl) &/8 i*\ 0.85%NaCl 

mmzxmm^ rs^oh (Dif coi) t^»fDLJLfts-fr. 

#TlC&#Lfco mmftiSL (2 0/tg/gg) ^3 5gf^JC2|H|g (5 0^g/i) © 
AJS&fTVV ^2M^#IC4 (5 1 0 0, 2 0 0 ^8/35) fcfTofc 

0 T Mi#J[a©2*:7n >f> F^T^/O 2@I@J^|^ld:7D-f 

F£fcm?2>zn*:mm.-r2>f~&>. m.m<D&ftm*:Bm&&m&& (el 

ISA) ICiU^iLfc. 0ng/wellS:@^>ft;bfc9 67X^b- MCjggg 

^C#^LfcmjftL?f£#^:n;WC 1 0 0 /tLADxT-?*^*:^, gfcif^ - 

[0 0 3 7] 



2 6 ttilil4f 2000-30279 1 2 
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*y*sy#>rt9 9t;<D&j&'<'?7 Klc^fSsKU ?u--f-;v#ctft(D 
(IHJfiX^»rJW i^nh3-^>'j-X FUJ^-Zn h=i-;i/ 

f£li, 7^©i:fey = #W^f F^FMP (2-fluoro-l-methylpyridin 

ium toluene-4-sulfonate) jSMt^077-f> <£ft5*X|jlSfi) iC^-ffcL 

m<D±g-VfrW3rltm SrPB S (-) T*#3ft L FA^A&JSV* 

ftmMT*3bZ>Z.£%:UmVfeo (HI -03) 
[0 0 3 8] 

[^IM3] tf^tfy^n-^/i/Jft^S/^^Fl gG0SM0i!it 
•r-S^^^rl gGCD^jStt&SS^Lfe. MB P — £ Zfi/y # y Mt.H i s - 

*>fi/ymte?-<Di&mmmzm'5^T%<Dzi- ^m^pcRiz^^xmmvr=: 

pMAL-c (New England Biolab?±) ICfcB^&tf 31 £ Id J: o TM B P £ * >fS/ > # > 

7h^57>f -lC«fcoT|g^^$:5ftigLMB P - * ? is y * y Si ? m.£ Lfc. 
WHi s -*^;y#>r?*SC$:#.5fc*M;:, ?lLV>W&%yrt 
VT^y-V-- hSrlg^-rs^^^-ptrcHisA (InvitrogenSg) iCttrlE* ^ 

©^^^-s:^MJMio9c^®^b, 1 PTGT'ftmzmmmzmf&mwm 
frb-y*)vx^^\z&^rmmisf=.M&*y;*tKt: ith i s -^vvy 
tyjitzmfro 



/UliMt 2 0 00-30279 ] 2 




*?i/y*>A?$t ( + ) JlxmmiJJ 3ft*t&> 'AftUD^m (J. Gene 
ral Virol ogy,H78#, 3073-3080K, 1979) lC#£oT;* tfi/>Mfik^f-^A 1 J -4 
*£^Sg£i£fc#^3(Z)ft*^&<5 0 — *yS/>*>J*9m. (-) C7>f;i/X 

(^##FERM BP-6518) A^iS^fctt'tS. 
^©flfe. y^X^ J -^f>7^f/<-^-^>tt^- 1 (PAI I) , M 
B P-^7X^ y->^>y^^-^-#--f>fctf# 2ffll&#Zsrt9K (MB 

p-pai ii) ^icM-rs^tt^m^bfcc r*xe>©#>/\°*S€», 

Hi s-^^$/>3!>/^I, 
MB P-PA I II, 
PAI I, 

CHOMJBT»3BSHirfc* ^3/ 
*>?i/Z/%Z/rt>jn ( + ) *>f/l/;*«Sfe;b>f lift*, 

(-) ^>f^^*>f3M, 

[0 0 3 9] 

HC1, 2%SDS, 3 1 0%/S-^;i/^^h3i^^-;K 0 

.0 2 5%^O ; E7i;-;i/^-) (£-fb^M») Tf»3lU 5^10 

0TCT?inj»U ^i8«4~2 o%©^9^x> h^;i/ (»-ft^fi8) 

V%T S D S -3KU 7? y ;i/7^ K4*/l/«$EC*aN£ (SDS-PAGE) (Laemml 
i,U.K., Nature, ^227^1, 680-685K, 1970^) \Z J; »J L t=. , SDS-PA 



£fiE4# 2000-3027912 
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GET'ftMlst^tyrttn*. ^n»;f^y*»(25iHb'n-HCl, 1 
9 2mM ^US>>. 2 0%*#y-;K pH8.3) &JBV>T 1 0 0 V£>j£«JE 

*eii$ra, jku tf— U5=>s?7^*y f (pvdf) bi (/wa- • *5v FSB) ic 

%^D^^x-^0TTBSMtfT*3^^n'y>y^>^bto &fC, PVD 
FjgfcTTBS (20mMhUX, 5 0 ObMCN a C 1, 0. 05%Tween2 
0, P H7.5) *e«fet^bfc«, T T B S T»#« b fe 1 *K#Tf *« t 'J 

^ij77^f F7/b*Uj7*^7T*-"tf>f $a>^ny F3fy F OW* * V 
FJ8) SrJS^T&ffibfco "r&t>"fc, TTB ST?#*lLfclf:*-^>«»'V^L , 7 
•9-3*1 gGtSfit 1 BtrlBK >*a/<- F Lfctk S&^Cftgfit^ h 1/7" F 

7^>t^f>*^*y7*^7r*r-^s: i i$ia>f >^f^- f b 

> 7 l/y -frfco PVDFRfeTTBStft^U (nitro blue 

tetrazoliumi:5-bromo-4-chloro-3-indolyl phosphate, p-toluidinei&tf>?§?jg 

[0 0 4 0] 

[H««4] 7 7 -f -f/ ^i/>^f K I gG©»3R«» 

*flS#9 2*C»fc77-f-5 : --f 7* FI gGSrejR©«B»* 

^jcis&o*c7^*y7*x7T*— ^i**s»bfc. £fc> 

y F (ECL protein biotinylation module: TV^-VA 7 7;b7^7 A>f rfr-r- 

fc«v*T*v FCDj|ja*K:flev**fofc. 
[0 0 4 1 ] 

[H*£M5] ELI S Alc«££Jgi>f ;* tri/2/9yrt*!R<Dm& 

jEnm 1 6 a, i g a W5£B# 2 4 a. *s tra/hSMbs *7o- n&&mm 
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K2©IgGI:3-Mfc96^ELI SAffl^l/- h x;WC, 

pbs (-) & i2o^f^m mmist~m* 1 2 0 al#&u 4tt- 

Wife. PBS (-) T-&*£U z?UvVx.-7. (^0^^) S;^x.T 

^M"e2B#fg:/D y 3f>**£t,£^ 0 . 0 5%(w/v)Twe e n 2 0 

i) MPBS (-) (Tween-PBS)»U 7;i/*'J7*X7 7^ 

JfcSbfco Tween-PBSt«bfct, 2B&SSCi§?fc ( 1 mg/mLtf;!, h 7 

?g (pH9.8) ) £ 1 0 0 /tL/well«frPiin^.fc- 1 N*» 

ftthU9A&5 0 '/tL/weliroiW^.TSli5€:tfjhS*, T>f *n:/l/- h U- 
df- (Molecular Devices^ Spectra MAX 250) T?(ft3feft (4 0 5nm) Zmfeh 

*l/7*->«l>£ffiWSI (*>f-V«SK, S®^*f«iM?H!f^^ r^f^r-vj -c 
re a) lC«fcoT* l^T^ — ;* * >A *5Itf>:*;£ * 1/7*- 

p<0. 001 T% ifclgA fctt/hae-ftS* 7D- t <D 
HT*%>p<0. 0 0 l'T*££HtfSg«2>g>tlfe. 



ffifiEff 2 0 0 0-3 0 




#^ i 1—075305 
[0 0 4 2] 

fern 

3^*5 o o o&mftmmm u v^rm^^h^yv-) ^m^xmmvr^o 

mtifcmH^AWyJjVAyyT- (0 . 2 5% F y*-HC 1, 2%SDS, 
3 1 0%jS-^;i/^^|-n:^7-;K 0.0 2 5%^D ; E7x 

(m-ffc^&gD 5#|^i o ox:x'tamh, *f;vm 

g4~2 0%ffi^7i/'x>by;i/ (m-4b^M&m) £/8V%T S D S -jKU 
U;i/T^ F^I/ft^H^ (SDS-PAGE) (Laemmli, U.K. (1970) Nature 
227 , 680-685) IZ <fc y #it L „ SDS-PAGET^ibfc^>A^g&, 
^nyf-f^^t (2 5mMb'JX-HCl, 1 9 2«8 20%^^ 
pH8. 3) ^rMv^T 10 0 Vtf^HlJEEl? 1 WpfHU JKybT-U^>^7 
;i/^-y F (P VDF) Jg| (aW* - FID Izzfu^rJ y intfi^tc.. 

^^>T >yifcPVDFiOT*T'M, 5%^ny^X-X0TTB 
^nfJT?3^ra^D>y y^r>^Ufe 0 #ClC, PVDFIJTTBS (20mM hV 
5 0 0mM NaCl, 0. 05% Tween20, pH7. 5)*e^^b 
TTB ST*#3^Lfel7^#T*^S^-9-^7Ky ^n-^-/l/*t^ y^>^y 

[0 0 4 3] 

A>f^-.9^K») fcjg^T&ffi £fTofc„ -T^*5t>. T T B S ""Pf&IR b fcf 

^is-ex f i/y hrif ^>iibf^-^>^iiT;i/^ y 7*^77^7-^5: 1 u#f^ 

7T*T-H<Dnyzf\sy 9XZfcmZ1*:fco PVDFJIITTB ST*Sfc#U 
3I5C (nitro blue tetrazol ium£5-bromo-4-chloro-3-indolyl phosphate, p-to 
luidine^©^) HmUX*ffi3 0 ftm^ y * =>s<- ht5' illZ «fc y, lfcffi 



ffiliHf 2 C 0 0 - 



3 0 2 7 9 ] 2 




E-6920M-05M) ^WWl • 7s i£y b Bffc##rV 7 h V^T AE-6920WSE/ 
MSE) §:mv%T^fi$:^ofeo j^JH li0 5lCSLfe o £ fc, Hfft 

*i- & r h \z J; y . *tfi/>#yrt& g;(Dfemi$*Sffi&z. £ i>mu £ ti . 
1 #^-fiv-;*7- 

^ 2 8. 5 

3 5. 2 

4 13.8 

5 4. 8 

6 3 2.8 

7 15.1 
[0 044] 

lt#4-t¥-x (&mmm) m-4 5 0 btyjvr^^^c *4 

) £MW ^©l«Mi&^^$:MB^W>!KT'ltiI^L, Jltco. 2M*?^ 
i!i(pH9. 5) T'gfe^Lfco 7£lCifi*^>>/<y^Kl gGjfifl££0.2M 

( P H9.5) IC 1 5 0 tig/mKDmmiZ&MLfcm*:. ^§*CD$£ 
ttfb^^^JCin^fc («t#/It=7 5M8/l 5«ig) 0 »J>o<Uj|ffl/4^ 
e>2 2X:T*2 4^fg>r>^ra./<-hL^. «tf£ffiV*TffifMite«e«:£«>* 18 

(1) 5mLtf>0 . 1MPB S (pH7. 0) tlOm 

(2) 5mL© 1 MX* y ^ >-&m (pH9.5) X' 2 f#|^, 

3 2 miBE4# 2000-3027912 




(3) o. mmt-r h y o. i%^i/jkmr/v^^> (bsa) , 

0.1%Tween20 fc-g^-TS 0.05MhUX (p H 7 . 5) © 5«LT? 12| 

(4) Tween20m&^ (3) 5 mLT 2 B#fS, ©flHlC^bfe 

o m&T*m.%iZM#>> ±mz&T, io%/d^x-^pbs ( 

-) /BSA^4X10 8 It/'»L (3 0mg/mL) ©ii^tCMI L £:„ m^tltc 
[0 0 4 5] 

3E##12M. feJ:t?#SW^BS#2 4M©ISi^^iC0V^T. 

otisifc. milt 2 4M<Di*im*. igAfgi2M, sst/j^^M^^ 

0 0^pmT-5^r^i>^b^©_h«$:^i:bTffiV^fe o ffl|j£jftfm«K© 

— «fctft# (9-9-^f3KU *n — ^/l/«t^^S/>^^ K 2 b fettle* 

(1.5mL) fCAtlfco i©^a-:7£#JRS***5 0 0 /iLfcPBS (-) 

* Kl ®*S*3!fc*«e>SiaT?2«rraKlSS-firfc. «Mc, 3 00 

0 rpm-e 5 4H64>«U «5"e«tt€:H3ei/3&^&±»S:'rT, 
5%(«/v)Tween2 0 (Mil?) ^|PBS (-) ( P H7.4) (Tw 
een-PBS) 1 «LaniL«#U?Jfe»bfc. ^©^*^&'&tf4 Hff o fe# 
. 3I3SCIR1 0 0 #tL&JniLTaj?b3!fc*<e)2 0~3 0^l»S*fe- SS^tctt 
, lBg/mL*^/h7ai— 1/>S?T$> CfD3t3l*jSa!) (DlHi?*.* J -fr7§* ( 
f&a&ttl&R) (pH9.8) SrM^fc. lN2KBftffc-M*y A 

5 0 /iL£fln;LT&fS£#lfcU !ft3fefi! (4 0 5nm) SrWJfeU &*if&fr £ JK* 

3 3 MiIJt# 2000-30279] 2 
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ot, *»«Kz)*ffiK:j:n«, mm<Dmi£<D&&*>'f* mm^mm^n^ 

[0 0 4 6] 

*fi«tt#»KlJ:oT»«IB©fflefilSS:priBfc'r*. in vitroT?<Z>«ftfc»«MB© 
JC«tt#0^fi CD** & ffiftfclft3#i£K: J: £ W«itgM#*£© 

o 

[0 0 4 7] 

SEQUENCE LISTING 



<110> MIYATA, Toshio 

KUR0KAWA, Kiyoshi 



3 4 



mum 2000-3027912 
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Fuso Pharmaceutical Industries, Ltd. 

<120> A method of Detecting the Megs in Protein, and Use 
Thereof. 

<130> F2-101 

<140> 
<141> 

<160> 18 

<170> Patentln Ver. 2.0 

<210> 1 
<211> 1143 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(1140) 

<300> 

<302> A mesangi urn-predominant gene, megs in, is a new serpin 

upregulated in IgA nephropathy. 
<303> J. Clin. Invest. 
<304> 120 
<305> 4 



ffiKF#3 2 0 C 0 - 
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<306> 828-836 
<307> 1998-8-15 

<400> 1 

atg gcc tec ctt get gca gca aat gca gag ttt tgc ttc aac ctg ttc 48 

Met Ala Ser Leu Ala Ala Ala Asn Ala Glu Phe Cys Phe Asn Leu Phe 

15 10 15 

aga gag atg gat gac aat caa gga aat gga aat gtg ttc ttt tec tct 96 
Arg Glu Met Asp Asp Asn Gin Gly Asn Gly Asn Val Phe Phe Ser Ser 

20 25 30 

ctg age etc ttc get gcc ctg gcc ctg gtc cgc ttg ggc get caa gat 144 
Leu Ser Leu Phe Ala Ala Leu Ala Leu Val Arg Leu Gly Ala Gin Asp 

35 40 45 

gac tec etc tct cag att gat aag ttg ctt cat gtt aac act gcc tea 192 
Asp Ser Leu Ser Gin lie Asp Lys Leu Leu His Val Asn Thr Ala Ser 
50 55 60 

gga tat gga aac tct tct aat agt cag tea ggg etc cag tct caa ctg 240 
Gly Tyr Gly Asn Ser Ser Asn Ser Gin Ser Gly Leu Gin Ser Gin Leu 
65 70 75 80 

aaa aga gtt ttt tct gat ata aat gca tec cac aag gat tat gat etc 288 
Lys Arg Val Phe Ser Asp lie Asn Ala Ser His Lys Asp Tyr Asp Leu 

85 90 95 

age att gtg aat ggg ctt ttt get gaa aaa gtg tat ggc ttt cat aag 336 



2000-3027912 
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Ser lie Val Asn Gly Leu Phe Ala Glu Lys Val Tyr Gly Phe His Lys 
100 105 110 

gac tac att gag tgt gcc gaa aaa tta tac gat gcc aaa gtg gag cga 384 
Asp Tyr He Glu Cys Ala Glu Lys Leu Tyr Asp Ala Lys Val Glu Arg 
115 120 125 

gtt gac ttt acg aat cat tta gaa gac act aga cgt aat att aat aag 432 
Val Asp Phe Thr Asn His Leu Glu Asp Thr Arg Arg Asn He Asn Lys 
130 135 140 

tgg gtt gaa aat gaa aca cat ggc aaa ate aag aac gtg att ggt gaa 480 
Trp Val Glu Asn Glu Thr His Gly Lys He Lys Asn Val He Gly Glu 
145 150 155 160 

ggt ggc ata age tea tct get gta atg gtg ctg gtg aat get gtg tac 528 
Gly Gly He Ser Ser Ser Ala Val Met Val Leu Val Asn Ala Val Tyr 
165 170 175 

ttc aaa ggc aag tgg caa tea gcc ttc acc aag age gaa ace ata aat 576 
Phe Lys Gly Lys Trp Gin Ser Ala Phe Thr Lys Ser Glu Thr He Asn 
180 185 190 

tgc cat ttc aaa tct ccc aag tgc tct ggg aag gca gtc gcc atg atg 624 
Cys His Phe Lys Ser Pro Lys Cys Ser Gly Lys Ala Val Ala Met Met 
195 200 205 

cat cag gaa egg aag ttc aat ttg tct gtt att gag gac cca tea atg 672 
His Gin Glu Arg Lys Phe Asn Leu Ser Val lie Glu Asp Pro Ser Met 

? "/ ajuii: e& 2 c c o - s c ? i p i ? 
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210 215 220 

aag att ctt gag etc aga tac aat ggt ggc ata aac atg tac gtt ctg 720 
Lys He Leu GIu Leu Arg Tyr Asn Gly Gly He Asn Met Tyr Val Leu 

225 230 235 240 

ctg cct gag aat gac etc tct gaa att gaa aac aaa ctg acc ttt cag 768 
Leu Pro Glu Asn Asp Leu Ser Glu He Glu Asn Lys Leu Thr Phe Gin 

245 250 255 

aat eta atg gaa tgg acc aat cca agg cga atg acc tct aag tat gtt 816 
Asn Leu Met Glu Trp Thr Asn Pro Arg Arg Met Thr Ser Lys Tyr Val 

260 265 270 

gag gta ttt ttt cct cag ttc aag ata gag aag aat tat gaa atg aaa 864 
Glu Val Phe Phe Pro Gin Phe Lys He Glu Lys Asn Tyr Glu Met Lys 
275 280 285 

caa tat ttg aga gec eta ggg ctg aaa gat ate ttt gat gaa tec aaa 912 
Gin Tyr Leu Arg Ala Leu Gly Leu Lys Asp He Phe Asp Glu Ser Lys 

290 295 300 

gca gat etc tct ggg att get teg ggg ggt cgt ctg tat ata tea agg 960 
Ala Asp Leu Ser Gly He Ala Ser Gly Gly Arg Leu Tyr lie Ser Arg 

305 310 315 320 

atg atg cac aaa tct tac ata gag gtc act gag gag ggc acc gag get 1008 
Met Met His Lys Ser Tyr He Glu Val Thr Glu Glu Gly Thr Glu Ala 

325 330 335 
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act get gec aca gga agt aat att gta gaa aag caa etc cct cag tec 1056 
Thr Ala Ala Thr Gly Ser Asn He Val Glu Lys Gin Leu Pro Gin Ser 

340 345 350 

acg ctg ttt aga get gac cac cca ttc eta ttt gtt ate agg aag gat 1104 
Thr Leu Phe Arg Ala Asp His Pro Phe Leu Phe Val He Arg Lys Asp 

355 360 365 



gac ate ate tta ttc agt ggc aaa gtt tct tgc cct tga 
Asp lie He Leu Phe Ser Gly Lys Val Ser Cys Pro 
370 375 380 



1143 



<210> 2 
<211> 380 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Met Ala Ser Leu Ala Ala Ala Asn Ala Glu Phe Cys Phe Asn Leu Phe 
15 10 15 

Arg Glu Met Asp Asp Asn Gin Gly Asn Gly Asn Val Phe Phe Ser Ser 

20 25 30 

Leu Ser Leu Phe Ala Ala Leu Ala Leu Val Arg Leu Gly Ala Gin Asp 

35 40 45 



fcBSF3€ 2 0 0 0 - 
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Asp Ser Leu Ser Gin He Asp Lys Leu Leu His Val Asn Thr Ala Ser 
50 55 60 

Gly Tyr Gly Asn Ser Ser Asn Ser Gin Ser Gly Leu Gin Ser Gin Leu 
65 70 75 80 

Lys Arg Val Phe Ser Asp lie Asn Ala Ser His Lys Asp Tyr Asp Leu 
85 90 95 

Ser He Val Asn Gly Leu Phe Ala Glu Lys Val Tyr Gly Phe His Lys 
100 105 110 

Asp Tyr He Glu Cys Ala Glu Lys Leu Tyr Asp Ala Lys Val Glu Arg 
115 120 125 

Val Asp Phe Thr Asn His Leu Glu Asp Thr Arg Arg Asn He Asn Lys 
130 135 140 

Trp Val Glu Asn Glu Thr His Gly Lys He Lys Asn Val He Gly Glu 

145 150 155 160 

Gly Gly He Ser Ser Ser Ala Val Met Val Leu Val Asn Ala Val Tyr 

165 170 175 

Phe Lys Gly Lys Trp Gin Ser Ala Phe Thr Lys Ser Glu Thr He Asn 
180 185 190 

Cys His Phe Lys Ser Pro Lys Cys Ser Gly Lys Ala Val Ala Met Met 

195 200 205 



4 0 
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His Gin Glu Arg Lys Phe Asn Leu Ser Val He Glu Asp Pro Ser Met 

210 215 220 

Lys lie Leu Glu Leu Arg Tyr Asn Gly Gly He Asn Met Tyr Val Leu 

225 230 235 240 

Leu Pro Glu Asn Asp Leu Ser Glu He Glu Asn Lys Leu Thr Phe Gin 
245 250 255 

Asn Leu Met Glu Trp Thr Asn Pro Arg Arg Met Thr Ser Lys Tyr Val 

260 265 270 

Glu Val Phe Phe Pro Gin Phe Lys He Glu Lys Asn Tyr Glu Met Lys 

275 280 285 

Gin Tyr Leu Arg Ala Leu Gly Leu Lys Asp He Phe Asp Glu Ser Lys 
290 295 300 

Ala Asp Leu Ser Gly He Ala Ser Gly Gly Arg Leu Tyr He Ser Arg 

305 310 315 320 

Met Met His Lys Ser Tyr lie Glu Val Thr Glu Glu Gly Thr Glu Ala 

325 330 335 

Thr Ala Ala Thr Gly Ser Asn He Val Glu Lys Gin Leu Pro Gin Ser 
340 345 350 

Thr Leu Phe Arg Ala Asp His Pro Phe Leu Phe Val He Arg Lys Asp 



4 ] 
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355 360 365 

Asp He He Leu Phe Ser Gly Lys Val Ser Cys Pro 
370 375 380 



<210> 3 

<211> 29 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Art if icially 
synthesized degenerative primer sequence 

<400> 3 

gtgaatgctg tgtacttaaa ggcaantgn 

<210> 4 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificial ly 
synthesized degenerative primer sequence 



<400> 4 
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aanagraang grtcngc 

<210> 5 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificial ly 
synthesized degenerative primer sequence 

<400> 5 

tatggcntcn gcngcngcng cnaaygc 

<210> 6 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Art if icial ly 
synthesized degenerative primer sequence 

<400> 6 

cgacctccag aggcaattcc agagagatca gccctgg 
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<210> 7 
<211> 34 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Art if icial 1 
synthesized degenerative primer sequence 

<400> 7 

gtcttccaag cctacagatt tcaagtggct cctc 



<210> 8 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Art if icial 1 
synthesized ant i sense primer sequence 

<400> 8 

gctcagggca gtgaagatgc tcagggaaga 



<210> 9 
<211> 27 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Art if icially 
synthesized ant i sense primer sequence 

<400> 9 

ctgacgtgca cagtcacctc gagcacc 

<210> 10 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized sense primer sequence 

<400> 10 

gaggtctcag aagaaggcac tgaggcaact gctgcc 

<210> 11 
<211> 16 
<212> PRT 

<213> Artificial Sequence 



<220> 
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<223> Description of Artificial Sequence: Art if icial ly 
synthesized domain peptide of human megsin 

<400> 11 

Cys Phe Arg Glu Met Asp Asp Asn Gin Gly Asn Gly Asn Val Phe Phe 
15 10 15 



<210> 12 
<211> 16 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificial ly 
synthesized domain peptide of human megsin 

<400> 12 

Cys Ser Gin Ser Gly Leu Gin Ser Gin Leu Lys Arg Val Phe Ser Asp 
1 5 10 15 



<210> 13 
<211> 17 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Art if icial ly 

4 6 ffifiE# 2000-3027912 
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synthesized domain peptide of human megs in 
<400> 13 

Ala Thr Gly Ser Asn He Val Glu Lys Gin Leu Pro Gin Ser Thr Leu 
15 10 15 

Cys 



<210> 14 
<211> 16 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> Description of Artificial Sequence: Artif icial ly 
synthesized domain peptide of human megs in 

<400> 14 

Cys Ser Asn He Val Glu Lys Gin Leu Pro Gin Ser Thr Leu Phe Arg 
15 10 15 



<210> 15 
<211> 1229 
<212> DNA 

<213> Rattus norvegicus 
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<220> 

<221> CDS 

<222> (8).. (1147) 

<300> 

<310> PCT/JP98/04269 
<311> 1998-09-22 

<400> 15 

tttcaaa atg gcc tec ctt get gca gca aat gca gaa ttt ggc ttc gac 49 
Met Ala Ser Leu Ala Ala Ala Asn Ala Glu Phe Gly Phe Asp 
1 5 10 

tta ttc aga gag atg gat agt agt caa gga aac gga aat gta ttc ttc 97 
Leu Phe Arg Glu Met Asp Ser Ser Gin Gly Asn Gly Asn Val Phe Phe 

15 20 25 30 

tct tec ctg age ate ttc act gcc ctg age eta ate cgt ttg ggt get 145 
Ser Ser Leu Ser He Phe Thr Ala Leu Ser Leu lie Arg Leu Gly Ala 
35 40 45 

cga ggt gac tgt nnn cgt cag att gac aag gcc ctg cac ttt ate tec 193 
Arg Gly Asp Cys Xaa Arg Gin lie Asp Lys Ala Leu His Phe He Ser 
50 55 60 

cca tea aga caa ggg aat tea teg aac agt cag eta gga ctg caa tat 241 
Pro Ser Arg Gin Gly Asn Ser Ser Asn Ser Gin Leu Gly Leu Gin Tyr 

65 70 75 



4 8 
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caa ttg aaa aga gtt ctt get gac ata aac tea tct cat aag gat nnn 289 
Gin Leu Lys Arg Val Leu Ala Asp He Asn Ser Ser His Lys Asp Xaa 
80 85 90 

aaa etc age att gee aat gga gtt ttt gca gag aaa gta ttt gat ttt 337 
Lys Leu Ser He Ala Asn Gly Val Phe Ala Glu Lys Val Phe Asp Phe 
95 100 105 110 

cat aag age tat atg gag tgt get gaa aac tta tac aat get aaa gtg 385 
^ His Lys Ser Tyr Met Glu Cys Ala Glu Asn Leu Tyr Asn Ala Lys Val 

115 120 125 

gaa aga gtt gat ttt aca aat gat ata caa gaa ace aga ttt aaa att 433 
Glu Arg Val Asp Phe Thr Asn Asp He Gin Glu Thr Arg Phe Lys He 
130 135 140 

aat aaa tgg att gaa aat gaa aca cat ggc aaa ate aag aag gtg ttg 481 
Asn Lys Trp lie Glu Asn Glu Thr His Gly Lys He Lys Lys Val Leu 
^ 145 150 155 

ggg gac age age etc age tea tea get gtc atg gtg eta gtg aat get 529 
Gly Asp Ser Ser Leu Ser Ser Ser Ala Val Met Val Leu Val Asn Ala 
160 165 170 

gtt tac ttc aaa ggc aag tgg aaa teg gee ttc ace aag agt gat ace 577 
Val Tyr Phe Lys Gly Lys Trp Lys Ser Ala Phe Thr Lys Ser Asp Thr 
175 180 185 190 

etc agt tgc cat ttc agg tct ccc age ggt cct gga aaa gca gtt aat 625 

4 9 tt5fF4* P000-30279J 2 
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Leu Ser Cys His Phe Arg Ser Pro Ser Gly Pro Gly Lys Ala Val Asn 
195 200 205 

atg atg cat caa gaa egg agg ttc aat ttg tct acc att cag gag cca 673 
Met Met His Gin Glu Arg Arg Phe Asn Leu Ser Thr He Gin Glu Pro 
210 215 220 

cca atg cag att ctt gag eta caa tat cat ggt ggc ata age atg tac 721 
Pro Met Gin He Leu Glu Leu Gin Tyr His Gly Gly He Ser Met Tyr 

225 230 235 

ate atg ttg ccc gag gat gac eta tec gaa att gaa age aag ctg agt 769 
He Met Leu Pro Glu Asp Asp Leu Ser Glu He Glu Ser Lys Leu Ser 
240 245 250 

ttc cag aat eta atg gac tgg aca aat age agg aag atg aaa tct cag 817 
Phe Gin Asn Leu Met Asp Trp Thr Asn Ser Arg Lys Met Lys Ser Gin 
255 260 265 270 

tat gtg aat gtg ttt etc ccc cag ttc aag ata gag aaa gat tat gaa 865 
Tyr Val Asn Val Phe Leu Pro Gin Phe Lys He Glu Lys Asp Tyr Glu 
275 280 285 

atg agg age cac ttg aaa tct gta ggc ttg gaa gac ate ttt gtt gag 913 
Met Arg Ser His Leu Lys Ser Val Gly Leu Glu Asp He Phe Val Glu 
290 295 300 



tec agg get gat ctg tct gga att gee tct gga ggt cgt etc tat gta 961 
Ser Arg Ala Asp Leu Ser Gly He Ala Ser Gly Gly Arg Leu Tyr Val 
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305 310 315 

tea aag eta atg cac aag tec etc ata gag gtc tea gaa gaa ggc acc 1009 

Ser Lys Leu Met His Lys Ser Leu He Glu Val Ser Glu Glu Gly Thr 

320 325 330 

gag gca act get gec aca gaa agt aac ate gtt gaa aag eta ctt cct 1057 

Glu Ala Thr Ala Ala Thr Glu Ser Asn lie Val Glu Lys Leu Leu Pro 

335 340 345 350 

gaa tec acg gtg ttc aga get gac cgc ccc ttt ctg ttt gtc att agg 1105 

Glu Ser Thr Val Phe Arg Ala Asp Arg Pro Phe Leu Phe Val He Arg 

355 360 365 

aag aat ggc ate ate tta ttt act ggc aaa gtc teg tgt cct 1147 

Lys Asn Gly lie He Leu Phe Thr Gly Lys Val Ser Cys Pro 

370 375 380 

tgaaattcta tttggttttc catacactaa caggcatgaa gaaacatcat aagtgaatag 1207 
aattgtaatt ggaagtacat gg 1229 



<210> 16 
<211> 380 
<212> PRT 

<213> Rattus norvegicus 
<400> 16 
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Met Ala Ser Leu Ala Ala Ala Asn Ala Glu Phe Gly Phe Asp Leu Phe 
15 10 15 

Arg Glu Met Asp Ser Ser Gin Gly Asn Gly Asn Val Phe Phe Ser Ser 
20 25 30 

Leu Ser He Phe Thr Ala Leu Ser Leu He Arg Leu Gly Ala Arg Gly 

35 40 45 

Asp Cys Xaa Arg Gin He Asp Lys Ala Leu His Phe He Ser Pro Ser 
50 55 60 

Arg Gin Gly Asn Ser Ser Asn Ser Gin Leu Gly Leu Gin Tyr Gin Leu 
65 70 75 80 

Lys Arg Val Leu Ala Asp lie Asn Ser Ser His Lys Asp Xaa Lys Leu 
85 90 95 

Ser He Ala Asn Gly Val Phe Ala Glu Lys Val Phe Asp Phe His Lys 
100 105 110 

Ser Tyr Met Glu Cys Ala Glu Asn Leu Tyr Asn Ala Lys Val Glu Arg 

115 120 125 

Val Asp Phe Thr Asn Asp He Gin Glu Thr Arg Phe Lys He Asn Lys 
130 135 140 



Trp lie Glu Asn Glu Thr His Gly Lys He Lys Lys Val Leu Gly Asp 

145 150 155 160 
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Ser Ser Leu Ser Ser Ser Ala Val Met Val Leu Val Asn Ala Val Tyr 
165 170 175 

Phe Lys Gly Lys Trp Lys Ser Ala Phe Thr Lys Ser Asp Thr Leu Ser 
180 185 190 

Cys His Phe Arg Ser Pro Ser Gly Pro Gly Lys Ala Val Asn Met Met 
195 200 205 



His Gin Glu Arg Arg Phe Asn Leu Ser Thr He Gin Glu Pro Pro Met 
210 215 220 

Gin He Leu Glu Leu Gin Tyr His Gly Gly He Ser Met Tyr lie Met 

225 230 235 240 

Leu Pro Glu Asp Asp Leu Ser Glu He Glu Ser Lys Leu Ser Phe Gin 

245 250 255 

Asn Leu Met Asp Trp Thr Asn Ser Arg Lys Met Lys Ser Gin Tyr Val 

260 265 270 

Asn Val Phe Leu Pro Gin Phe Lys lie Glu Lys Asp Tyr Glu Met Arg 

275 280 285 

Ser His Leu Lys Ser Val Gly Leu Glu Asp He Phe Val Glu Ser Arg 

290 295 300 



Ala Asp Leu Ser Gly He Ala Ser Gly Gly Arg Leu Tyr Val Ser Lys 
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305 



310 



315 



320 



Leu Met His Lys Ser Leu He Glu Val Ser Glu Glu Gly Thr Glu Ala 

325 330 335 

Thr Ala Ala Thr Glu Ser Asn He Val Glu Lys Leu Leu Pro Glu Ser 

340 345 350 

Thr Val Phe Arg Ala Asp Arg Pro Phe Leu Phe Val He Arg Lys Asn 

355 360 365 



Gly He lie Leu Phe Thr Gly Lys Val Ser Cys Pro 

370 375 380 



<210> 17 
<211> 1147 
<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (1)..(1104) 

<300> 

<310> PCT/JP98/04269 
<311> 1998-09-22 

<400> 17 
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ttc gac tta ttc aga gag atg gat agt age caa gga aat gga aat gta 48 
Phe Asp Leu Phe Arg Glu Met Asp Ser Ser Gin Gly Asn Gly Asn Val 
15 10 15 

ttc ttc tct tec ctg age ate ttc act gec ctg ace eta ate cgt ctg 96 
Phe Phe Ser Ser Leu Ser He Phe Thr Ala Leu Thr Leu lie Arg Leu 

20 25 30 

ggt get cga ggt gac tgt gca cgt cag att gac aag gca ctg cac ttt 144 
Gly Ala Arg Gly Asp Cys Ala Arg Gin He Asp Lys Ala Leu His Phe 

35 40 45 

aac ata cca tea aga caa gga aac tea tct aat aat cag cca gga ctt 192 
Asn He Pro Ser Arg Gin Gly Asn Ser Ser Asn Asn Gin Pro Gly Leu 

50 55 60 

cag tat caa ttg aaa aga gtt ctt get gac ata aac tea tct cat aag 240 
Gin Tyr Gin Leu Lys Arg Val Leu Ala Asp lie Asn Ser Ser His Lys 
65 70 75 80 

gat tat gaa etc age att gec act gga gtt ttt gca gaa aaa gtc tat 288 
Asp Tyr Glu Leu Ser He Ala Thr Gly Val Phe Ala Glu Lys Val Tyr 

85 90 95 

gac ttt cat aag aac tac att gag tgt get gaa aac tta tac aat get 336 
Asp Phe His Lys Asn Tyr He Glu Cys Ala Glu Asn Leu Tyr Asn Ala 
100 105 110 

aaa gtg gaa aga gtt gac ttc aca aat gat gta caa gat ace aga ttt 384 
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Lys Val Glu Arg Val Asp Phe Thr Asn Asp Val Gin Asp Thr Arg Phe 

115 120 125 

aaa att aat aaa tgg att gaa aat gag aca cat gga aag ate aag aag 432 
Lys He Asn Lys Trp He Glu Asn Glu Thr His Gly Lys He Lys Lys 
130 135 140 

gtg ttg ggc gac age age etc age teg teg get gtc atg gtg ctg gtg 480 
Val Leu Gly Asp Ser Ser Leu Ser Ser Ser Ala Val Met Val Leu Val 

145 150 155 160 

aac get gtt tac ttc aaa ggc aaa tgg aaa teg gee ttc ace aag act 528 
Asn Ala Val Tyr Phe Lys Gly Lys Trp Lys Ser Ala Phe Thr Lys Thr 
165 170 175 

gat ace etc agt tgc cgt ttt agg tct ccc acg tgt cct gga aaa gta 576 
Asp Thr Leu Ser Cys Arg Phe Arg Ser Pro Thr Cys Pro Gly Lys Val 
180 185 190 

gtt aat atg atg cat caa gaa egg egg ttc aat ttg tct ace att cag 624 
Val Asn Met Met His Gin Glu Arg Arg Phe Asn Leu Ser Thr He Gin 
195 200 205 

cag cca cca atg cag gtt ctt gag etc caa tat cat ggt ggc ata age 672 
Gin Pro Pro Met Gin Val Leu Glu Leu Gin Tyr His Gly Gly He Ser 

210 215 220 



atg tac att atg ctg cct gag gat ggc eta tgt gaa att gaa age aag 720 
Met Tyr lie Met Leu Pro Glu Asp Gly Leu Cys Glu He Glu Ser Lys 
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225 230 235 240 

ctg agt ttc cag aat ctg atg gac tgg acc aat agg agg aaa atg aaa 768 
Leu Ser Phe Gin Asn Leu Met Asp Trp Thr Asn Arg Arg Lys Met Lys 

245 250 255 

tct cag tat gtg aac gtg ttt etc ccc cag ttc aag ata gag aag aat 816 
Ser Gin Tyr Val Asn Val Phe Leu Pro Gin Phe Lys He Glu Lys Asn 
260 265 270 

tat gaa atg acg cac cac ttg aaa tec tta ggc ttg aaa gat ate ttt 864 
Tyr Glu Met Thr His His Leu Lys Ser Leu Gly Leu Lys Asp lie Phe 

275 280 285 

gat gag tec agt gca gat etc tct gga att gec tct gga ggt cgt etc 912 
Asp Glu Ser Ser Ala Asp Leu Ser Gly He Ala Ser Gly Gly Arg Leu 
290 295 300 

tac gta tea aag eta atg cac aag tea ttc ata gag gtc tea gag gag 960 
Tyr Val Ser Lys Leu Met His Lys Ser Phe He Glu Val Ser Glu Glu 

305 310 315 320 

ggc act gaa gec act get gec aca gaa aat aac att gtt gaa aag cag 1008 
Gly Thr Glu Ala Thr Ala Ala Thr Glu Asn Asn He Val Glu Lys Gin 

325 330 335 

ctt cct gag tec aca gtg ttc aga gec gac cgc ccc ttt ctg ttt gtc 1056 
Leu Pro Glu Ser Thr Val Phe Arg Ala Asp Arg Pro Phe Leu Phe Val 

340 345 350 




4f 5p i 1—075305 



ate aag aag aat gac ate ate tta ttt act ggc aaa gtc tct tgt cct 1104 
lie Lys Lys Asn Asp He He Leu Phe Thr Gly Lys Val Ser Cys Pro 
355 360 365 

tgaaattcga tttggtttcc tatacagtaa caggcatcaa gaa 1147 



<210> 18 

<211> 368 

<212> PRT 

<213> Mus musculus 

<400> 18 

Phe Asp Leu Phe Arg Glu Met Asp Ser Ser Gin Gly Asn Gly Asn Val 
15 10 15 

Phe Phe Ser Ser Leu Ser He Phe Thr Ala Leu Thr Leu lie Arg Leu 

20 25 30 

Gly Ala Arg Gly Asp Cys Ala Arg Gin He Asp Lys Ala Leu His Phe 
35 40 45 

Asn He Pro Ser Arg Gin Gly Asn Ser Ser Asn Asn Gin Pro Gly Leu 

50 55 60 

Gin Tyr Gin Leu Lys Arg Val Leu Ala Asp He Asn Ser Ser His Lys 
65 70 75 80 
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Asp Tyr Glu Leu Ser He Ala Thr Gly Val Phe Ala Glu Lys Val Tyr 
85 90 95 

Asp Phe His Lys Asn Tyr lie Glu Cys Ala Glu Asn Leu Tyr Asn Ala 
100 105 110 

Lys Val Glu Arg Val Asp Phe Thr Asn Asp Val Gin Asp Thr Arg Phe 
115 120 125 

Lys He Asn Lys Trp He Glu Asn Glu Thr His Gly Lys lie LysLys 
130 135 140 

Val Leu Gly Asp Ser Ser Leu Ser Ser Ser Ala Val Met Val Leu Val 
145 150 155 160 

Asn Ala Val Tyr Phe Lys Gly Lys Trp Lys Ser Ala Phe Thr Lys Thr 

165 170 175 

Asp Thr Leu Ser Cys Arg Phe Arg Ser Pro Thr Cys Pro Gly Lys Val 
180 185 190 

Val Asn Met Met His Gin Glu Arg Arg Phe Asn Leu Ser Thr He Gin 

195 200 205 

Gin Pro Pro Met Gin Val Leu Glu Leu Gin Tyr His Gly Gly He Ser 

210 215 220 

Met Tyr He Met Leu Pro Glu Asp Gly Leu Cys Glu He Glu Ser Lys 

225 230 235 240 



c. 
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Leu Ser Phe Gin Asn Leu Met Asp Trp Thr Asn Arg Arg Lys Met Lys 

245 250 255 

Ser Gin Tyr Val Asn Val Phe Leu Pro Gin Phe Lys lie Glu Lys Asn 

260 265 270 

Tyr Glu Met Thr His His Leu Lys Ser Leu Gly Leu Lys Asp lie Phe 

275 280 285 

Asp Glu Ser Ser Ala Asp Leu Ser Gly He Ala Ser Gly Gly Arg Leu 

290 295 300 

Tyr Val Ser Lys Leu Met His Lys Ser Phe lie Glu Val Ser Glu Glu 

305 310 315 320 

Gly Thr Glu Ala Thr Ala Ala Thr Glu Asn Asn He Val Glu Lys Gin 

325 330 335 

Leu Pro Glu Ser Thr Val Phe Arg Ala Asp Arg Pro Phe Leu Phe Val 

340 345 350 



lie Lys Lys Asn Asp He lie Leu Phe Thr Gly Lys Val Ser Cys Pro 

355 360 365 
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